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CONSULTANTS T6 THE PHARMACEUITICAT Al

1600 STEWART AVENUE, WESTBUhY NY 11590
(516) 222-6222 » FAX (516) 683 188’7 )

5 U FEB A3 A0 US
February 12, 2004 R

OVERNIGHT COURIER 2112104

Division of Dockets Management

Food and Drug Administration (HFA-305)
Department of Health and Human Services
5630 Fishers Lane, Room 1061 '
Rockville, MD 20852

Citizen Petition =~~~ 77

Dear Sir or Madam:

......

The undersigned submits this petmon in quadrupllcate pursua ‘Sec’uon 5050)(2)(0) of the

Federal Food, Drug and Cosmetic Act and in accordance with 21 CFR 10.30 on behalf of a
client requesting the Commissioner of the Food and D I Admin trat:on to dectare that the drug
products, Fentanyl Transdermal System in strengths "of 37.5 mcg/hr, 62.5° mcg/hr and 875

mcg/hr are suitable for consideration in an abbrewated new drug apphcatton (ANDA)

A. Action Reguested

The petitioner requests that the Commissioner of the Food and Drug Admmrstratnon declare that '
Fentanyl Transdermal Systems, in strengths of 37.5 mcg)hr 62,5 mcg/hr, and 87.5 mcg/hr are
suitable for’ submtssnon in'an ANDA. The designated reference-listed drug product upon which
this petition is based is Duragesrc@ (Fentanyl Transderma{ System) 25 mcg/hr.  The
Duragesic® product is also approved in ‘strengths of 50 mcglhr "75 meg/hr and 1 a0 meg/hr. Al
of the Duragesic® products are manufactured by “Alza Corporatlon (see listing of the
Duragesic® Application Number NDA 19-813 6 page 3-158 of the 23 Edition of the Approved
Drug Products _with Therapeutlc Eguxvalen ‘“’Evaluatron (Orange Book)" (Attachment ).
Therefore, the petitioner seeks a change in strength (from the approved 25 mcg/hr, 50 meg/hr,
75 meg/hr, and 100 mcg/hr product strengths to include intermediate” stréngths of 37.5 meg/hr,
62.5 meg/hr, and 87.5 meg/hr Transdermal Systems) from i Med drug product for use
in providing the ability to titrate a patient to a requrred d’os betw een" ‘two currently approved ‘
doses. e
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B.  Statement of Grounds o o ‘

The reference-listed drug (RLD) product is currently avallable in strengths of 25 mcgfhr 50"“"”

mcg/hr, 75 meg/hr, and 100 meg/hr of Fentanyl ‘The proposed drug product represents a
transdermal system that contains strengths  that represent intermediate strengths exactly mid-
way between those of the approved reference-listed drug products ‘None of the proposed
strengths are lower than the lowest approved strength nor are any ‘of the strengths greater than
the highest approved strength. fnc[usron of the mtermedrate strengths of the proposed drug
product (37.5 mcg/hr, 62.5 mcg/hr, and 87.5 mcg/hr) wuH provnde a dose mid-way between the
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currently approved and available strengths “These addrtrdnal proposed strengths are consistent
with the current!y approved RL'D product's labelmg Duragesrc s® approved labelmg indicates
that the product should be titrated to control pain and that “each patient should be maintained at

the lowest dose providing acceptable pain control”. The avartabthty of a 37 5 mcg/hr, 62.5°

meg/hr, and 87.5 meg/hr product will” prowde greater’ t‘lexxblhty in regard to selecting an
appropriate specific intermediat will prov:de the ‘neéded pain relief as determlned by
the prescribing physician and dictafed ’by”"”lndlv:duat patient’s condition and’ response. The
petition is thus seeking a change in strength (from the ¢ exrstmg 25 mcg/hr reference listed drug,
and the other approved strengths [50 mcg]hr 75 mcg/hr and 100 mcg/hr] transdermal systems
to include a 37.5 mcg/hr, 62.5 mcg/hr, and 87'“5 mcg/hr product) from that of the reference-listed
drug.
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The approved labeling of the RLD prowded suggests that fhe do: of Eentanyl must be carefully
individualized for each patrent ‘due to the potential for : serious or Iife-t hreatening hypoventilation.
This potent narcotic agent is indicated for treatment of chromc pam (such as that of malignancy)
that: »

e Cannot be managed by lesser means “such as acetammophen-oplond
combinations, non-steroidal analgesics, or ”PﬁN dosmg wntﬁ short-actmg opuo:ds,
and , 2

* Requires continuous oplmd admmistratlon

Contraindications for starting doses eXceedrng 25 mcg/hr at the Tnitiation ‘of oplord therapy arem D

also outlined in a Black Box Warnlng Therefore for non-oprord, toferant patients, starfing doses
above 25 mcg/hr are clearly not appropriate.

In addition, the labeling cléa'rl’y'states that o

In patients with chronic pain, it’is possrble to mdtvrd'uallymtltrate the dose ‘of the
transdermal system to minimize the risk of adverse effects ‘while providing
~ analgesia.

The usually initial dosage for non- OplOId tolerant patlents |s not to 'exceed 25 mcg/hr For lnrtlalg"\“" o

dose selection for opioid tolerant patients, ‘the Iabelrng of the re"?erence Ilsted drug ‘product
provides a conversion table based on the equranalgesxc potency of various oral or parenteral
opioid products. The phys:cran is provrd ed a table that relates the current datly oral morphme
equivalent dose to a recommended initial ”Duragesrc@ dose "“Thrs chart can be found in the
labeling of the reference-listed drug product :

The above-referenced conversion chart Irsts Fentanyl dosage recommendatlons based on a
total daily Morphine equivalent dose. "The dose” eQUrvatents suggested for Fentanyl dose
selection represent a fairly wide range of Morphine equivalent doses that are equated to each
currently available strength of Fentanyl Transdermal Systems In addition, the labeling of the
reference-listed drug product cautions that the r recommended sfartmg dose may be too low for
50% of the patients. The’ ‘avallability of a 375 “megihr, 625 ‘mcg/hr, and 87.5 mcg/hr
transdermal system will offer an atternatrve rntermedrate dosage based on patrent response by
adding dosage strengths that are e)(actly mid-w -way Between the exrstmg currently approved
strengths. \ N R :
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Likewise, because of the potentially fatal side effects of Fentanyl extreme care must be taken in
titrating a patient to an effective tolerable dose. Dosmg instructions in the 'RLD advise that
doses must be individualized based upon the status of each patrent and should be assessed at
regular intervals after Fentanyl transdermal system application. ~ The’ patrent ‘should be
maintained at the lowest dose providing acceptable pain control. The inclusion of the proposed
intermediate strength products would allow the physncran additional ﬂexnblhty in providing
appropriate intermediate doses not available by use of the currently approved strengths for
certain patients. For instance, in a case where a patlent’s pain is not adequately controlled on a
25 mcg/hr patch, the physician’s only current option would be to increase the patrent’s dose two
fold to a 50 mcg/hr patch or add supplemental opioid therapy However, if the 50 mcg/hr
system produces undesirable side effects or the addition of supplementat oraI optord therapy is
precluded by intolerance due to severe nausea or vomrtmg or dysphaSIa the avarlablhty to
reach an intermediate dose by adding the avarlabthty of a 375 meg/hr strength transdermal
patch to the choices available to the physician would provrde a dose between the 25 mcg/hr and
50 mcg/hr dose and may provide the necessary tncrease in pain control whlte avordlng any
undesirable side effects. This would, of course, be true for similar mstances ‘where the other
intermediate ‘proposed ‘strengths could ‘be consrdered when “there | may be a need to titrate
between any of the other higher approved strength fentanyl transderma! system products.

The application of multiple systems (patches) to achieve the desired dose is a’lso contemplated

in the RLD product’s labeling. The labeling of the RLD indicates that multiple’ systems may be

applied for doses in excess of 100 mcg/hr. This would certalnty imply that it would also be
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appropriate to utilize a second system to titrate a patrent to an intermediate dose above theﬂl_
available 100 mcg/hr strength patches. The avazlabrhty ofa 375 mcg/hr 825 mcg/hr ‘and 875

meg/hr would also aid in titration for doses above 100 mcg/hr by provndlng addlttonal options for
dosage selection by the physrcran L
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Coples of labeling of the reference-hsted drug product Upon wh:ch thls petrtlon is based and f
proposed draft labeling for the proposed product are included in Aftachments 2 and 3,

respectively. The proposed labeling is the "same as’ " that of the RLD labeling wnth the exception
of changes allowed because the’ manufacturer of the genenc product differs. The Description

and How Supplied section will list the addmonal proposed strengths of 37.5 mcg/hr 62.5
mcg/hr, and 87.5 meg/hr, as well as lnstructlons for the use of these new systems to achieve an
intermediate dose. These changes are clearly authonzed by the regutatlons that permit
differences in tabellng based on an approved petmon under 21 CFR 314 98 There are,

,,,,,

product

Therefore, the petitioner requests that the Commissioner ﬁnd that a change in strength from 25
mcg/hr, 50 meg/hr, 75 meg/hr, and 100 mcg/hr transderrnal ‘systems of Fentanyl to include new
strengths of 37.5 mcg/hr, 62.5 mcg/hr, and 87.5 meg/hr to achieve intermediate doses mid-way
between two currently approved doses for this product raises no questlons of safety or
effectiveness, and the Agency should, therefore, approve the petition.

C. Environmental Impact

The petitioner claims a categorical exclusion under 21 Cthi 25.31.
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D. Econqmic Impact

The petitioner does not believe that this is applicable in thls case, butWIIIagreeto prov:de such '

an analysis if requested by the Agency. |
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E. Certification

ion of Dockefs Management

The undersigned certifies, that to the best knowledge and belief of the undersigned; this petition

includes all information and views on which the petition relies, and that it includes representative
data and information known to the petitioner, which are unfavorable to the petition.

Respectfully submitted,

Vehaar Pkl

Robert W. Pollock ’@M’

Vice President o
Lachman Consultant Services, Inc. o L
1600 Stewart Avenue T S
Westbury, New York 11590 ~ =~~~ 7 s e
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Attachments: 1. Page 3-158 of the 23" Edition of the Approved Drug Products with
Therapeutic Equivalence Evalugtions -
2. Labeling of the Reference-Listed Drug Product =~~~
3. Proposed Draft Labeling for the Proposed Product =~
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cc: Emily Thomas (OGD) |
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